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=> d his nofile 

(FILE 'HOME' ENTERED AT 09:26:45 ON 19 MAY 2006) 

FILE 1 REGISTRY ' ENTERED AT 09:26:51 ON 19 MAY 2006 
SCREEN 2076 
STRUCTURE UPLOADED 
QUE ABB=ON PLU=ON L2 AND LI 
D LI 
D L2 

1 SEA SSS SAM L2 
D SCAN 

FILE ' STNGUIDE ' ENTERED AT 09:28:58 ON 19 MAY 2006 

FILE »CAPLUS» ENTERED AT 09:31:22 ON 19 MAY 2006 
E US2004-766990/APPS 
L5 1 SEA ABB=ON PLU=ON US2004 -766990/AP 

SEL RN L5 

FILE ' REGISTRY 1 ENTERED AT 09:31:44 ON 19 MAY 2006 
L6 159 SEA ABB=ON PLU=ON ( 8198 15 - 13 - 9/BI OR 2078-54-8/BI OR 

258516-82-4/BI OR 30924 - 93 - 7/BI OR 30925-18-9/BI OR 42538-62-5/ 
BI OR 593-71-5/BI OR 667453 -29-4/BI OR 7693-49-4/BI OR 
819815-08-2/BI OR 819815 - 09-3/BI OR 819815 - 10 - 6/BI OR 819815-11 
-7/BI OR 819815-12-8/BI OR 819815 - 14 - 0/BI OR 819815-15-l/BI OR 
819815-16-2/BI OR 819815-17-3/BI OR 819815 - 18 -4/BI OR 819815-19 
-5/BI OR 819815-20-8/BI OR 819815 -2 1 - 9/BI OR 819815-22 -0/BI OR 
819815-23-1/BI OR 819815 -24 -2/BI OR 819815 -25 -3/BI OR 819815-26 
-4/BI OR 819815-27-5/BI OR 819815-28 -6/BI OR 819815-29-7/BI OR 
819815-30-0/BI OR 819815 - 3 1 - l/BI OR 819815 -32 -2/BI OR 819815-33 
-3/BI OR 819815-34-4/BI OR 819815 -3 5 -5/BI OR 819815-36-6/BI OR 
819815-37-7/BI OR 819815-38-8/BI OR 819815 -39- 9/BI OR 819815-40 
-2/BI OR 819815-41-3/BI OR 8 19815 -42 -4 /BI OR 8 19815 -43 -5/BI OR 
819815-44-6/BI OR 819815 -45 -7/BI OR 819815 -46- 8/BI OR 819815-47 
-9/BI OR 819815-48-0/BI OR 819815-49-l/BI OR 819815-50 -4/BI OR 
819815-51-5/BI OR 819815 - 52 - 6/BI OR 819815 -53 - 7/BI OR 819815-54 
-8/BI OR 819815-55-9/BI OR 819815-56 -0/BI OR 819815 -57 - l/BI OR 
819815-58-2/BI OR 819815 -59-3/BI OR 819815 -60 - 6/BI OR 819815-61 
-7/BI OR 819815-62-8/BI OR 819815-63 -9/BI OR 819815-64 -0/BI OR 
819815-65-1/BI OR 819815 - 66 -2/BI OR 819815 - 67 - 3/BI OR 819815-68 
-4/BI OR 819815-69-5/BI OR 819815 -70 -8/BI OR 819815-71-9/BI OR 
819815-72-0/BI OR 819815 - 73 - l/BI OR 819815 -74 -2/BI OR 819815-75 
-3/BI OR 819815-76-4/BI OR 819815 -77 -5/BI OR 819815 -78 -6/BI OR 
819815-79-7/BI OR 819815 - 80 - 0/BI OR 819815 - 81- l/BI OR 819815-82 
-2/BI OR 819815-83-3/BI OR 819815-84 -4/BI OR 8 19815 - 85 -5/BI OR 
819815-86-6/BI OR 819815 - 87 - 7/BI OR 819815-88-8/BI OR 819815-89 
-9/BI OR 819815-90-2/BI OR 819815-91-3/BI OR 819815-92 -4/BI OR 
819815-93-5/BI OR 819815 - 94 - 6/BI OR 819815 - 95 - 7/BI OR 819815-96 
-8/BI OR 819815-97-9/BI OR 819815-98 -0/BI OR 819815-99-l/B 

FILE 'CAPLUS' ENTERED AT 09:32:19 ON 19 MAY 2006 
E GALLOP M/AU 

113 SEA ABB = ON PLU=ON ("GALLOP M"/AU OR "GALLOP M A"/AU OR 

"GALLOP MARC"/AU OR "GALLOP MARK"/AU OR "GALLOP MARK A"/AU) 
E XU F/AU 

1186 SEA ABB = ON PLU=ON ( "XU F"/AU OR "XU F C"/AU OR "XU F D"/AU 

OR "XU F F"/AU OR "XU F H"/AU OR "XU F J"/AU OR "XU F L"/AU OR 
"XU F LAUREN" /AU OR "XU F M"/AU OR "XU F P"/AU OR "XU F Q"/AU 



LI 

L2 
L3 



L4 



L7 
L8 
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OR "XU F R"/AU OR "XU F S"/AU OR "XU F T " / AU OR "XU F X"/AU OR 
»XU F Y"/AU OR "XU F Z"/AU OR "XU FENG " / AU OR "XU FENG BIN"/AU 
OR "XU FENG BO"/AU OR "XU FENG CAI"/AU OR "XU FENG DAN " / AU OR 
"XU FENG FENG" /AU OR "XU FENG GUANG " /AU OR "XU FENG HAO"/AU OR 
"XU FENG HE"/AU OR "XU FENG HEH " / AU OR "XU FENG HUA"/AU OR "XU 
FENG HUANG "/AU OR "XU FENG J"/AU OR "XU FENG JI"/AU OR "XU 
FENG LAN"/AU OR "XU FENG LIN"/AU OR "XU FENG LING"/AU OR "XU 
FENG MING"/AU OR "XU FENG QIN"/AU OR "XU FENG RONG"/AU OR "XU 
FENG TING"/AU OR "XU FENG XIA"/AU OR "XU FENG XIU"/AU OR "XU 
FENG XUN"/AU OR "XU FENG YIN"/AU OR "XU FENG YING"/AU OR "XU 
FENG ZHI"/AU OR "XU FENG ZI"/AU) 
E CUNDY K/AU 

L9 86 SEA ABB=ON PLU=ON ("CUNDY K"/AU OR "CUNDY K C"/AU OR "CUNDY 

KEN" /AU OR "CUNDY KENNETH "/AU OR "CUNDY KENNETH C"/AU) 
E SASIKUMAR V/AU 

L10 7 SEA ABB=ON PLU=ON ("SASIKUMAR V"/AU OR "SASIKUMAR VIVEK"/AU 

OR "SASIKUMAR VIVEK A"/AU OR "SASIKUMAR VIVEK S"/AU) 
E WOIWODE T/AU 

Lll 1 SEA ABB=ON PLU=ON "WOIWODE THOMAS W"/AU 

L12 24 SEA ABB=ON PLU=ON (L7 AND (L8 OR L9 OR L10 OR Lll)) OR (L8 

AND (L9 OR L10 OR Lll)) OR (L9 AND (L10 OR Lll)) OR (L10 AND 
Lll) 

FILE 1 STNGUIDE 1 ENTERED AT 10:12:34 ON 19 MAY 2006 

FILE 'REGISTRY' ENTERED AT 10:17:40 ON 19 MAY 2006 
D SCAN L4 
L13 16 SEA SSS FUL L2 

D SCAN 

FILE 'CAPLUS' ENTERED AT 10:19:08 ON 19 MAY 2 006 
L14 1 SEA ABB=ON PLU=ON L13 

D BIB 

FILE ' BEILSTEIN ' ENTERED AT 10:20:01 ON 19 MAY 2006 
LI 5 0 SEA SSS FUL L2 

FILE 'MARPAT' ENTERED AT 10:20:18 ON 19 MAY 2 006 
L16 0 SEA SSS SAM L2 

L17 7 SEA SSS FUL L2 

L18 2 SEA ABB = ON PLU=ON L17/COM 

L19 1 SEA ABB=ON PLU=ON L18 NOT L14 

=> file caplus 

FILE ' CAPLUS 1 ENTERED AT 10:24:03 ON 19 MAY 2006 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2 006 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 
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FILE COVERS 1907 - 19 May 2006 VOL 144 ISS 22 
FILE LAST UPDATED: 18 May 2006 ( 200605 18/ED) 

Effective October 17, 2005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http : //www. cas .org/ infopolicy.html 
'OBI' IS DEFAULT SEARCH FIELD FOR ' CAPLUS 1 FILE 

=> d que 114 

L2 STR 



O 




Gl [@l-@2] , [@3-@4] 



Structure attributes must be viewed using STN Express query preparation. 

L13 16 SEA FILE=REGISTRY SSS FUL L2 

L14 1 SEA FILE=CAPLUS ABB = ON PLU=ON L13 



=> d ibib abs hitstr 114 tot 



L14 ANSWER 1 OF 1 CAPLUS COPYRIGHT 2006 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2005:15965 CAPLUS 
142:94139 

Preparation of amino acid-derived prodrugs of propofol 
Gallop, Mark A.; Xu, Feng; Cundy, Kenneth C; 
Sasikumar, Vivek; Woiwode, Thomas W. 
USA 

U.S. Pat. Appl. Publ., 52 pp. 

CODEN: USXXCO 

Patent 

English 

1 
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PATENT 


NO. 






KIND 


DATE 






APPLICATION ] 


NO. 




DATE 


US 


2005004381 




Al 




20050106 




US 2004- 


766990 




20040128 


AU 


2004268492 




Al 




20050310 




AU 2004- 


268492 




20040128 


CA 


2510677 






AA 




20050310 




CA 2 004- 


2510677 




20040128 


WO 


2005 


021024 




Al 




20050310 




WO 2004- 


US2537 




20040128 




W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, CH, 






CN, 


CO, 


CR, 


CU, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, GD, 






GE, 


GH, 


GM, 


HR, 


HU, 


ID, 


IL, 


IN, 


is, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, LC, 






LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


MZ, 


NA, NI, 






NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, SY, 






TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 


UA, 


UG, 


US, 


UZ, 


vc, 


VN, 


YU, 


ZA, 


ZM, ZW 




RW: 


BW, 


GH, 


GM, 


KE, 


LS, 


MW, 


MZ, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, AZ, 






BY, 


KG, 


KZ, 


MD, 


RU, 


TJ, 


TM, 


AT, 


BE, 


BG, 


CH, 


CY, 


cz, 


DE, 


DK, EE, 






ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


RO, 


SE, 


SI, SK, 






TR, 


BF, 


BJ, 


CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, TD, 


EP 


1587527 






Al 




20051026 




EP 2004- 


706490 




20040128 




R: 


AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, 


MC, PT, 






IE, 


si, 


LT, 


LV, 


FI, 


RO, 


MK, 


CY, 


AL, 


TR, 


BG, 


CZ, 


EE, 


HU, 


SK 


CN 


1744908 






A 




20060308 




CN 2004- 


80002967 




20040128 


NO 


2005003972 




A 




20050825 




NO 2005- 


3972 






20050825 



PRIORITY APPLN. INFO.: US 2003-443315P P 20030128 

WO 2004-US2537 W 20040128 

OTHER SOURCE(S): MARPAT 142:94139 

AB The invention provides propofol (2 , 6-diisopropylphenol ; HOQ) prodrugs, 

including methods for their synthesis and use to treat or prevent diseases 
or disorders such as migraine headache pain and post -chemotherapy or 
post -operative surgery nausea and vomiting. Amino acid and peptide 
prodrugs R1NHCH [ (CH2 ) 1-2 -X- CO (CHR3 ) 0-1OQ] COR2 [X is a bond, CH2 , imino, O 
or S; Rl is H, R5NH (CHR4 ) 1-2CO, R6 , R6CO or R602C; R2 is OR7 or 
NR8 (CHR9) 1-2C02R7; R3 is H, (un) substituted alkyl, aryl, carbamoyl, 
cycloalkyl, etc.; R4 , R9 are independently H, (un) substituted alkyl, 
alkoxy, acyl, alkoxycarbonyl , aryl, arylalkyl, carbamoyl, cycloalkyl, 
cycloheteroalkyl, heteroalkyl, heteroaryl or heteroarylalkyl ; or R4 and R5 
or R8 and R9 on adjacent atoms form cycloheteroalkyl; R5 is H, R6 or R6CO; 
R6, R8 are independently (un) substituted alkyl, aryl, arylalkyl, 
cycloalkyl, cycloheteroalkyl, heteroaryl or heteroarylalkyl; R7 is H or 
R6] or their pharmaceutically-acceptable salts or N-oxides are claimed. 
Thus, H-Glu (OQ) -Asp-OH was prepared and had oral bioavailability as propofol 
> 40%. 

IT 819815-11-7P 819815-12-8P 819816-32-5P 
819816-37-0P 819816-38-1P 819816-39-2P 

RL: PAC (Pharmacological activity) ; SPN (Synthetic preparation) ; THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of amino acid-derived prodrugs of propofol) 
RN 819815-11-7 CAPLUS 

CN L-Aspartic acid, glycyl-, 24-anhydride with 2 , 6-bis (1-methylethyl) phenyl 
hydrogen carbonate (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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0 




RN 819815-12-8 CAPLUS 

CN L-Cysteine, glycyl-, 2 , 6-bis (1-methylethyl) phenyl carbonate (ester) (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




RN 819816-32-5 CAPLUS 

CN L-Aspartic acid, L-a-aspartyl- , 24 - [ [2 , 6 -bis (1 - 

methylethyDphenoxy] methyl] ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 819816-37-0 CAPLUS 

CN L-Aspartic acid, L-asparaginyl - , 24- [ [2 , 6-bis (1- 

methylethyDphenoxy] methyl] ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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H 2 N^ 



NH 2 
H0 2 C 




Pr-i 



RN 819816-38-1 CAPLUS 

CN L-Aspartic acid, L-glutaminyl - , 24 - [ [2 , 6 -bis ( 1-methylethyl) phenoxy] methyl] 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




Pr-i 



RN 819816-39-2 CAPLUS 

CN L-Aspartic acid, L-threonyl-, 24- [ [2 , 6 -bis (1-methylethyl) phenoxy] methyl] 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Pr-i 



IT 819816-27-8P 819816-30-3P 819816-31-4P 
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819816-36-9P 819816-40-5P 819816-41-6P 

819816- 42-7P 819816-43-8P 819816-44-9P 

819817- 02-2P 

RL: RCT (Reactant); SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of amino acid-derived prodrugs of propofol) 
RN 819816-27-8 CAPLUS 

CN L-Cysteine, L-alanyl-, 2 , 6-bis ( 1-methylethyl) phenyl carbonate (ester) 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



RN 819816-30-3 CAPLUS 

CN L-Cysteine, L-lysyl-, 2 , 6 -bis ( 1-methylethyl ) phenyl carbonate (ester) (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 



RN 819816-31-4 CAPLUS 

CN L-Cysteine, L-seryl-, 2- [2 , 6-bis (1-methylethyl) phenyl carbonate] (9CI) 
(CA INDEX NAME) 

Absolute stereochemistry. 




O 




O 




0 
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RN 819816-36-9 CAPLUS 

CN L-Aspartic acid, L-histidyl - , 24 - [ [2 , 6-bis (1-methylethyl) phenoxy] methyl] 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 819816-40-5 CAPLUS 

CN L-Aspartic acid, L-seryl-, 24 -[ [2 , 6-bis (1-methylethyl) phenoxy] methyl] 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 819816-41-6 CAPLUS 

CN L-Aspartic acid, glycyl-, 24- [ [2 , 6-bis (1-methylethyl) phenoxy] methyl] ester 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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O 




RN 819816-42-7 CAPLUS 

CN L-Aspartic acid, L-a -glutamyl- , 24- [ [2 , 6-bis (1- 

methylethyDphenoxy] methyl] ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



HO2C 




RN 819816-43-8 CAPLUS 

CN L-Aspartic acid, L-tyrosyl-, 24 -[ [2 , 6-bis ( 1-methylethyl) phenoxy] methyl] 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




OH 



RN 819816-44-9 CAPLUS 

CN L-Aspartic acid, L-alanyl-, 24 -[ [2 , 6-bis ( 1-methylethyl) phenoxy] methyl] 
ester (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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Me. 



NH 



NH 2 
H0 2 C 




Pr-i 



RN 819817-02-2 CAPLUS 

CN L-Aspartic acid, L-tryptophyl- , 24- [ [2 , 6-bis (1-methylethyl) phenoxy] methyl] 
ester (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 



H 




O C0 2 H CL 

^1 i-Pr 




112 

113 SEA FILE=CAPLUS ABB = ON PLU=ON {"GALLOP M"/AU OR "GALLOP M 

A"/AU OR "GALLOP MARC"/AU OR "GALLOP MARK"/AU OR "GALLOP MARK 
A"/AU) 

1186 SEA FILE=CAPLUS ABB=ON PLU=ON ( "XU F"/AU OR "XU F C"/AU OR 
"XU F D"/AU OR "XU F F"/AU OR "XU F H"/AU OR "XU F J"/AU OR 
"XU F L"/AU OR "XU F LAUREN " / AU OR "XU F M"/AU OR "XU F P"/AU 
OR "XU F Q"/AU OR "XU F R"/AU OR "XU F S"/AU OR "XU F T"/AU OR 
"XU F X"/AU OR "XU F Y"/AU OR "XU F Z"/AU OR "XU FENG " / AU OR 
"XU FENG BIN"/AU OR "XU FENG BO"/AU OR "XU FENG CAI"/AU OR "XU 
FENG DAN " / AU OR "XU FENG FENG " / AU OR "XU FENG GUANG" /AU OR "XU 
FENG HAO"/AU OR "XU FENG HE"/AU OR "XU FENG HEH"/AU OR "XU 
FENG HUA"/AU OR "XU FENG HUANG" /AU OR "XU FENG J"/AU OR "XU 
FENG JI"/AU OR "XU FENG LAN " / AU OR "XU FENG LIN"/AU OR "XU 
FENG LING"/AU OR "XU FENG MING"/AU OR "XU FENG QIN"/AU OR "XU 
FENG RONG"/AU OR "XU FENG TING"/AU OR "XU FENG XIA"/AU OR "XU 
FENG XIU"/AU OR "XU FENG XUN"/AU OR "XU FENG YIN"/AU OR "XU 
FENG YING"/AU OR "XU FENG ZHI"/AU OR "XU FENG ZI"/AU) 
86 SEA FILE=CAPLUS ABB = ON PLU=ON ("CUNDY K"/AU OR "CUNDY K 
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C"/AU OR "CUNDY KEN " / AU OR "CUNDY KENNETH "/AU OR "CUNDY 
KENNETH C"/AU) 

L10 7 SEA FILE=CAPLUS ABB=ON PLU=ON ( " SASIKUMAR V"/AU OR "SASIKUMAR 

VIVEK"/AU OR " SASIKUMAR VIVEK A"/AU OR " SASIKUMAR VIVEK 
S"/AU) 

Lll 1 SEA FILE=CAPLUS ABB=ON PLU=ON "WOIWODE THOMAS W"/AU 

L12 24 SEA FILE=CAPLUS ABB=ON PLU=ON (L7 AND (L8 OR L9 OR L10 OR 

Lll)) OR (L8 AND (L9 OR L10 OR Lll)) OR (L9 AND (L10 OR Lll)) 

OR (L10 AND Lll) 



=> d ibib abs 112 tot 



L12 ANSWER 1 OF 24 CAPLUS COPYRIGHT 2006 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 



INVENTOR (S) : 
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AB The invention provides propofol (2 , 6 -diisopropylphenol ; HOQ) prodrugs 
A-Y-CH2 (CR1R2) n-X-C02Q [Rl, R2 is H, (un) substituted alkyl, aryl, 
arylalkyl, heteroalkyl, heteroaryl or heteroarylalkyl , or R1R2C is 
(un) substituted cycloalkyl or cycloheteroalkyl ; A is H, (un) substituted 
acyl, alkyl, aryl, arylalkyl, heteroalkyl, heteroaryl or heteroarylalkyl; 
or A, Y and one of Rl and R2 together with the atoms to which they are 
bonded form a cycloheteroalkyl or substituted cycloheteroalkyl ring; Y is 
O or NR3; n is 1-5; X is NR4 , 0, CH2 or S; R3 , R4 are independently H, 
(un) substituted alkyl or arylalkyl] or their-pharmaceutically acceptable 
salts, N-oxides, etc., which are used to treat or prevent diseases or 
disorders such as migraine headache pain and post chemotherapy or post 
operative surgery nausea and vomiting. Thus, H-L-Val-NH (CH2 ) 3C02Q. CF3C02H 
was prepared via esterif ication and N-acylation reactions and was shown to 
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provide at least about 40 times higher oral bioavailability of propofol 
compared to the oral bioavailability of propofol itself. 
REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 
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AB The invention provides propofol (2 , 6-diisopropylphenol ; HOQ) prodrugs 

RlNHCH(CHMeOC02-Q)COR2 [Rl is H, R5NH (CHR4 ) 1 -2CO , R6 , R6CO or R602C; R2 is 
OR7 or NR8 (CHR9) 1-2C02R7; R4 is H, (un) substituted alkyl, alkoxy, acyl , 
alkoxycarbonyl, aryl, arylalkyl, carbamoyl, cycloalkyl, cycloheteroalkyl , 
heteroalkyl, heteroaryl or heteroarylalkyl ; or R4 and R5 attached to 
adjacent atoms form cycloheteroalkyl; R5 is H, R6, R6CO or R602C; R6 is 
(un) substituted alkyl, aryl, arylalkyl, cycloalkyl, cycloheteroalkyl, 
heteroaryl or heteroarylalkyl; R7, R8 are H or groups defined for R6; R9 
is a group defined for R4; or R8 and R9 attached to adjacent atoms form 
cycloheteroalkyl; with the proviso that when R2 is NR8 (CHR9) 1-2C02R7 then 
Rl is not NR5 (CHR4) 1-2CO] or their-pharmaceutically acceptable salts, 
N-oxides, etc., which are used to treat or prevent diseases or disorders 
such as migraine headache pain and post chemotherapy or post operative 
surgery nausea and vomiting. Thus, H-Gly-Thr (C02 -Q) -OH was prepared via 
esterif ication and N-acylation reactions and was shown to provide at least 
about 40 times higher oral bioavailability of propofol compared to the 
oral bioavailability of propofol itself. 

REFERENCE COUNT: 5 THERE ARE 5 CITED REFERENCES AVAILABLE FOR THIS 
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Rl R2 













n 



,R5 



NH 2 



AB The invention relates to levodopa derivs . I [Q is X-CO or CO-X, where X is 
O, NH, alkyl- or arylimino; n is 2-4; Rl, R2 , R5 are H, (un) substituted 
alkyl, aryl, arylalkyl, cycloalkyl, heteroalkyl, cycloheteroalkyl , 
heteroaryl, heteroarylalkyl , etc.; R3 , R4 are independently acyl, esters 
groups, acyloxyalkyl, etc.] or their stereoisomers and 
pharmaceutically-acceptable salts, including methods for their use as 
prodrugs. Thus, treatment of cyclohexanol with 2-bromopropionyl chloride 
and then Boc-DOPA afforded diastereoisomers 1 (R) - and 1(S)- 
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cyclohexyloxycarbonylethyl 2 (S) -amino-3- (3 , 4 -dihydroxyphenyl ) propanoate . 
REFERENCE COUNT: 4 THERE ARE 4 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ , VC, VN, YU, 

KE, LS, MW, MZ, NA, SD, SL, SZ, TZ , UG, ZM, ZW, AM, 

KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ , DE, DK, 
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AB The invention relates to levodopa derivs. I [n is 1-6; Rl, R2, R5 are 
(un) substituted alkyl, aryl, arylalkyl, cycloalkyl, heteroalkyl, 
cycloheteroalkyl, heteroaryl, heteroarylalkyl , etc. (Rl and R2 may also be 
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H) ; R3, R4 are independently acyl , esters groups, acyloxyalkyl , etc.] or 
their stereoisomers and pharmaceutically-acceptable salts, including 
methods for their use as prodrugs. Thus, a suspension of N-Boc-L-dopa, 
2- (4-f luorophenoxy) ethyl bromide and K2C03 in DMA was stirred at 
65 °C overnight. Work-up and treatment with 4 . 0M HCl in 1,4-dioxane 
afforded 2- (4 -f luorophenoxy) ethyl 2 (S) -amino- 3- (3,4- 
dihydroxyphenyl ) propanoate hydrochloride . 
REFERENCE COUNT: 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 
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AB The invention discloses prodrugs of propofol, methods of making prodrugs 
of propofol, pharmaceutical compns . of prodrugs of propofol, and methods 
of using prodrugs of propofol and pharmaceutical compns. thereof to treat 
or prevent diseases or disorders such as migraine headache pain and 
post -chemotherapy or post -operative surgery nausea and vomiting. 
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TJ, TM, TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM, ZW 

RW: BW, GH, GM, KE , LS , MW, MZ , SD, SL, SZ, TZ , UG, ZM, ZW, AM, AZ, 

BY, KG, KZ, MD, RU, TJ, TM, AT, BE, BG, CH, CY, CZ , DE, DK, EE, 

ES, FI, FR, GB, GR, HU, IE, IT, LU, MC, NL, PT, RO, SE, SI, SK, 

TR, BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, ML, MR, NE, SN, TD, TG 

EP 1587527 Al 20051026 EP 2004-706490 20040128 
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The invention provides propofol (2 , 6 -diisopropylphenol ; HOQ) prodrugs, 
including methods for their synthesis and use to treat or prevent diseases 
or disorders such as migraine headache pain and post -chemotherapy or 
post-operative surgery nausea and vomiting. Amino acid and peptide 
prodrugs R1NHCH [ (CH2) 1-2-X-CO (CHR3 ) 0-1OQ] COR2 [X is a bond, CH2 , imino, O 
or S; Rl is H, R5NH (CHR4 ) 1-2CO, R6 , R6CO or R602C; R2 is OR7 or 
NR8 (CHR9) 1-2C02R7; R3 is H, (un) substituted alkyl, aryl, carbamoyl, 
cycloalkyl, etc.; R4 , R9 are independently H, (un) substituted alkyl, 
alkoxy, acyl, alkoxycarbonyl , aryl, arylalkyl, carbamoyl, cycloalkyl, 
cycloheteroalkyl, heteroalkyl, heteroaryl or heteroarylalkyl ; or R4 and R5 
or R8 and R9 on adjacent atoms form cycloheteroalkyl; R5 is H, R6 or R6CO; 
R6, R8 are independently (un) substituted alkyl, aryl, arylalkyl, 
cycloalkyl, cycloheteroalkyl, heteroaryl or heteroarylalkyl; R7 is H or 
R6] or their pharmaceutically-acceptable salts or N-oxides are claimed. 
Thus, H-Glu (OQ) -Asp-OH was prepared and had oral bioavailability as propofol 
> 4 0%. 
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(2004), 311(1), 324-333 

CODEN: JPETAB ; ISSN: 0022-3565 
PUBLISHER: American Society for Pharmacology and Experimental 

Therapeutics 
DOCUMENT TYPE: Journal 
LANGUAGE: English 

AB The absorption of gabapentin (Neurontin) is dose-dependent and variable 
between patients. Rapid clearance of the drug necessitates dosing three 
or more times per day to maintain therapeutic levels. These deficiencies 
appear to result from the low capacity, limited intestinal distribution, 
and variable expression of the solute transporter responsible for 
gabapentin absorption. Saturation of this transporter at doses used clin. 
leads to unpredictable drug exposure and potentially ineffective therapy 
in some patients. XP13512 is a novel prodrug of gabapentin designed to be 
absorbed by high-capacity nutrient transporters located throughout the 
intestine. XP13512 was efficiently absorbed and rapidly converted to 
gabapentin after oral dosing in rats and monkeys. Exposure to gabapentin 
was proportional to prodrug dose, whereas exposure to intact XP13512 was 
low. In rats, >95% of an oral dose of 14C-XP13512 was excreted in urine 
in 24 h as gabapentin. In monkeys, oral bioavailability of gabapentin 
from XP13512 capsules was 84.2% compared with 25.4% after a similar oral 
Neurontin dose. Compared with intracolonic gabapentin, intracolonic 
XP13512 gave a 17 -fold higher gabapentin exposure in rats and 34 -fold 
higher in monkeys. XP13512 may therefore be incorporated into a sustained 
release formulation to provide extended gabapentin exposure. XP13512 
demonstrated improved gabapentin bioavailability, increased dose 
proportionality, and enhanced colonic absorption. In clin. use, XP13512 
may improve the treatment of neuropathic pain, epilepsy, and numerous 
other conditions by increasing efficacy, reducing interpatient 
variability, and decreasing frequency of dosing. 
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intestine. Saturation of this transporter at doses used clin. leads to 
dose-dependent pharmacokinetics and high interpatient variability, 
potentially resulting in suboptimal drug exposure in some patients. 
XP13512 is a novel prodrug of gabapentin designed to be absorbed 
throughout the intestine by high-capacity nutrient transporters. XP13512 
was stable at physiol. pH but rapidly converted to gabapentin in 
intestinal and liver tissue from rats, dogs, monkeys, and humans. XP13512 
was not a substrate or inhibitor of major cytochrome P 450 isoforms in 
transfected baculosomes or liver homogenates. The separated isomers of 
XP13512 showed similar cleavage in human tissues. The prodrug 
demonstrated active apical to basolateral transport across Caco-2 cell 
monolayers and pH-dependent passive permeability across artificial 
membranes. XP13512 inhibited uptake of 14C-lactate by human embryonic 
kidney cells expressing monocarboxylate transporter type-1, and direct 
uptake of prodrug by these cells was confirmed using liquid 
chromatog . -tandem mass spectrometry. XP13512 inhibited uptake of 
3H-biotin into Chinese hamster ovary cells overexpressing human 
sodium-dependent multivitamin transporter (SMVT) . Specific transport by 
SMVT was confirmed by oocyte electrophysiol . studies and direct uptake 
studies in human embryonic kidney cells after tetracycline -induced 
expression of SMVT. XP13512 is therefore a substrate for several 
high-capacity absorption pathways present throughout the intestine. 
Therefore, administration of the prodrug should result in improved 
gabapentin bioavailability, dose proportionality, and colonic absorption 
compared with administration of gabapentin. 
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AB The invention relates to prodrugs of carbidopa and compns . containing them, 
including methods for their synthesis and application. Prodrugs of 
formula I [X is OR10, OCR16R1702CR11 or Q- (CR20R21) 1-6CO2R10, where Q is O 
or NR15, R10, Rll, R15, R16, R17, R20, R21 are H, (un) substituted alkyl or 
aryl, etc.; Rl is H or C02CR16R1702CR11 ; R4 , R5 are H, (un) substituted 
alkyl or aryl, etc.] are claimed. Thus, 3- [3,4- 

bis (ethoxycarbonyloxy) phenyl] -2 -hydrazino-2 -methylpropionic acid 
acetoxymethyl ester was prepared from carbidopa and shown, when 
coadministered with L-dopa, to improve relative bioavailability of L-dopa. 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY 



AVAILABLE VIA OFFLINE PRINT * 



AB The present invention provides gemcitabine prodrugs I, wherein Rl and R2 
are independently is H, acyl, acyloxyalkylcarbonyl , oxycarbonyl; R3 is 
imine, amine, amino acid, methods of making gemcitabine prodrugs, 
pharmaceutical compns . of gemcitabine prodrugs and methods of using 
gemcitabine prodrugs and pharmaceutical compns. thereof to treat or 
prevent diseases or disorders such as cancer or viral infections. Thus 
nucleoside II was prepared and tested in vitro as antitumor and antiviral 
agent . 
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OTHER SOURCE(S): MARPAT 140:339635 

AB The invention provides prodrugs of GABA analogs and pharmaceutical compns . 

containing these prodrugs for treating or preventing common diseases and/or 
disorders. Compds . of formulas Rl (X-CHR2CO) nNHCHR3CR4R5CHR6CO- Y-R7 [n = 0 
or 1; X = O or an imino group; Y = O or S; Rl = (thio) acyl or phosphoryl 
groups, alkylthio, arylthio, etc.; R2-R7 = H, (cyclo) alkyl , aryl, etc.; 
CR4R5 = (un) substituted cyclo (hetero) alkyl , bridged cycloalkyl] , 
R20R21C: (NCHR2CO) t (X-CHR2CO) UNHCHR3CR4R5CHR6CO-Y-R7 [t, U = 0 or 1; R20, 
R21 s groups similar to R4 and R5] , and Rl (X-CHR2CO) nNRCHR3CR4R5CHR6CO-R 
[R2 = CR22R230 (to form a lactone), where R22, R23 are groups similar to 
R4 and R5] are claimed. Thus, 1- [[[[ (pivaloyloxy) methoxy] carbonyl] amino] m 
ethyl] -1-cyclohexaneacetic acid (51) was prepared by acylation of gabapentin 
with p-nitrophenyl pivaloyloxymethyl carbonate (preparation given) . In vitro 
Caco-2 cellular permeabilities of the prodrugs were determined, with compound 

having Papp (apical to basolateral) and Papp (basolateral to apical) 
values of 1.06x10-4 and 1.25x10-5 cm/s, resp. 
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The invention discloses compds . that provide for sustained systemic 
concns . of GABA analogs following administration to animals. The 
invention also provides pharmaceutical compns . including such compds. and 
methods using such compds. for the treatment of diseases (epilepsy, 
depression, anxiety, neuropathic pain, etc.). Compds. of the invention 
include e.g. N-p- (gabapentinyl) -L-diaminopropionylgabapentin (preparation 
included) . 
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AB Methods of modifying therapeutic compds. such as drugs to be substrates 

for active transporters expressed in epithelial cells lining the lumen of 
the human colon are disclosed. The transporters expressed in the human 
colon include the sodium dependent multivitamin transporter (SMVT) , and 
monocarboxylate transporters 1 and 4 (MCT 1 and MCT 4) . The modified 
compds. can themselves be pharmacol . active, or upon cleavage of a chemical 
moiety after uptake from the colon, can be metabolized to form a compound 
that is pharmacol. active (e.g., a prodrug). The modified compds. 
disclosed herein are suitable for use in extended release oral dosage 
forms, particularly those that release drug over periods of greater than 
about 2-4 h following administration. For example, gabapentin was not 
taken up by colon whereas its prodrug, gabapentin pivaloxymethyl carbamate 
(preparation given), was taken up and converted to gabapentin. The conjugate 
moiety present in gabapentin pivaloxymethyl carbamate, and not present in 
the parent gabapentin mol . , rendered the prodrug a substrate for a 
transporter expressed in the colon. 
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AB The present invention provides an extended release oral dosage form of 

prodrugs of gabapentin and other GABA analogs, which dosage forms exhibit 
reduced toxicity. The dosage forms are particularly useful in 
administering those prodrugs of gabapentin and other GABA analogs that are 
metabolized to form an aldehyde. The dosage forms of the invention are 
useful for treating or preventing diseases and/or disorders for which the 
parent gabapentin or other GABA analog are known to be therapeutically 
effective. Suitable dosage ranges for oral administration are dependent 
on the potency of the particular GABA analog drug (once cleaved from the 
promoiety) , but are generally 0.001-200 mg drug/kg body weight When the GABA 
analog is gabapentin, typical daily doses of the drug in adult patients 
are 900-3600 mg/day. 
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51 



The invention provides prodrugs of GABA analogs and pharmaceutical compns . 
containing these prodrugs for treating or preventing common diseases and/or 
disorders. Compds . of formulas Rl (X-CHR2CO) nNHCHR3CR4R5CHR6CO-Y-R7 [n = 0 
or 1; X = O or an imino group; Y = O or S; Rl = (thio)acyl or phosphoryl 
groups, alkylthio, arylthio, etc.; R2-R7 = H, (cyclo) alkyl , aryl , etc.; 
CR4R5 = (un) substituted cyclo (hetero) alkyl , bridged cycloalkyl] , 
R20R21C: (NCHR2CO) t (X-CHR2CO) UNHCHR3CR4R5CHR6CO- Y-R7 [t, u = 0 or 1; R20, 
R21 = groups similar to R4 and R5] , and Rl (X-CHR2CO) nNRCHR3CR4R5CHR6CO-R 
[R2 = CR22R230 (to form a lactone), where R22, R23 are groups similar to 
R4 and R5] are claimed. Thus, 1 -[[[[ (pivaloyloxy) methoxy] carbonyl] amino] m 
ethyl] -1-cyclohexaneacetic acid (51) was prepared by acylation of gabapentin 
with p-nitrophenyl pivaloyloxymethyl carbonate (preparation given) . In vitro 
Caco-2 cellular permeabilities of the prodrugs were determined, with compound 

having Papp (apical to basolateral) and Papp (basolateral to apical) 
values of 1.06x10-4 and 1.25x10-5 cm/s, resp. 
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The invention is directed to compds . H-I j - Jj -D-Kk-OH [D is a moiety 
derived from a GABA analog; I is - [NR50- (CR51R52) a- (CR53R54 ) b-CO] - ; J is 
[NR55 (CR56R57)c- (CR58R5 9 ) d-CO] -; K is - [NR60- (CR61R62 ) e- (CR63R64 ) f -CO] - ; 
where a-f , i-k are 0 or 1, provided that at least one of a and b, c and d, 
e and f, and i-k is 1; R50-R64 = H, alkyl, (hetero) aryl , etc. or may 
combine to form a ring] that provide for sustained systemic concns . of 
GABA analogs following administration to animals. Thus, a series of 
aminoacyl-gabapentin derivs . and L-4 -bromophenylalanine-pregabalin were 
prepared and shown to elicit PEPT-specif ic currents significantly above 
background when tested at 1 mM on oocytes expressing either PEPT1 or 
PEPT2, thus confirming that these compds. serve as substrates for both of 
these transporters. 
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AB Bile acid derived prodrugs of the form D-Y-T [D = a drug which is 

incompletely translocated across the intestinal wall; Y = cleavable 
linking group; T = a bile acid moiety to permit the prodrug to be 
translocated across the intestinal wall via the bile acid transport 
system] were prepared for pharmaceutical use. Thus, bile acid conjugate I 
was prepared starting from cholic acid, glycine tert-Bu ester, succinic 
anhydride, BrCH2Cl, and cefmetazole sodium salt. The prepared bile acid 
derived prodrugs were assayed in vitro for compound transport with IBAT and 
NTCP expressing cell lines. Disclosed are methods for providing enhanced 
systemic blood concns . of orally delivered drugs that are incompletely 
translocated across the intestinal wall of an animal. Also disclosed are 
methods for the sustained release of drugs, whether poorly or readily 
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bioavailable via oral delivery to animals. Still further, disclosed are 
compds. and pharmaceutical compns . that are used in such methods. 
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AB The invention discloses compds. that provide for sustained systemic 
concns . of GABA analogs following administration to animals. The 
invention also discloses pharmaceutical compns. including, and methods 
using, such compds. Preparation of amino acid-gabapentin conjugates is 
described, as are in vitro transport assays with PEPT1- and 

PEPT2 -expressing cell lines and stability of gabapentin-containing prodrugs. 
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AB This invention is directed to compds . that provide for sustained systemic 
concns . of therapeutic or prophylactic agents following administration to 
animals. This invention is also directed to pharmaceutical compns . 
including and methods using such compds. Among example compds. prepared was 
I . Examples were given for in vitro transport for the compds . of IBAT 
(Na-dependent transporter) -expressing cells. 
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AB Bile acid conjugates, such as I [Rl, R2 = H, OH; R3 = amide linked amino 
acid or peptide moiety] , were prepared for pharmaceutical use as drug 
delivery moieties which provide for sustained systemic concns . of drugs. 
Thus, cholyl-Gly-Gabapentin II (R = H) was prepared by amide formation of 
cholic acid with glycine using ClC02Et and Et3N in THF and subsequent 
amide formation of the glycine cholic acid amide with gabapentin using the 
same reagents. The prepared bile acid conjugates underwent in vitro compound 
transport assays with IBAT and LBAT expressing cell lines for inhibition 
of radiolabeled taurocholate uptake and assays with PEPT1 and PEPT2 
expressing cells lines for inhibition of radiolabeled Gly-Sar uptake. 
Also, enzymic releaas of gabapentin for the conjugates by pancreatin and 
pharmacokinetics of the prodrug cholyl-Phe -Gabapentin II (R = CH2Ph) were 
examined 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB Bile-acid conjugates, I [Rl, R2 = H, OH; X = OH, YD; Y = bond, cleavable 

linker; D = L-DOPA or its derivative, catechol O-Me transferase inhibitor, 
aromatic L-amino acid decarboxylase inhibitor; W = alkyl substituted with 
C02H, S03H, S02H, P (O) (OR6 ) (OH) , OS03H; R6 = (un) substituted alkyl, aryl, 
MY ' D ' , CH2QC (O) Y 1 D ' ; M = CH20C(0), CH2CH2C (O) ; Y' = bond, cleavable 
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linker; D' = D; Q = CH2 , O] or their pharmaceutically acceptable salts, 
are substrates for an intestinal bile acid transporter useful for 
sustained release of L-DOPA, inhibitors of catechol O-Me transferase 
and/or inhibitors of aromatic L-amino acid decarboxylase. Thus, L-DOPA 
prodrug II was prepared in 75% from cholic acid, via mixed anhydride 
formation with ClC02Et in THF containing Et3N, amidation with L-DOPA in aqueous 
NaHC03 and regioselectively O-alkylation with ICH202CCMe3 in acetone 
containing Na2C03 . Prodrug II was Pharmacol, tested [IC50 = 91 nM vs. 
IBAT-expressing cells; IC50 = 0.2 ^iM vs. LBAT- expressing cells; 90% 
hydrolysis of prodrug in human plasma after 60 mins . and 95% hydrolysis of 
prodrug in human intestine S9 after 60 mins.]. 
REFERENCE COUNT: 2 THERE ARE 2 CITED REFERENCES AVAILABLE FOR THIS 
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AB Bile-acid conjugates such as I [Rl, R2 = H, OH; X = OH, DQT; T = O, NH; Q 
= bond, cleavable linker; D = GABA analog; Z = alkyl substituted with 
C02H, S03H, S02H, P (O) (OR6 ) (OH) , 0S03H; R6 = (un) substituted alkyl, aryl, 
MQ ' D 1 ; M = CH20C(0), CH2CH2C (O) ; Q» = bond, cleavable linker; D' = D] , or 
their pharmaceutically acceptable salts, were prepared for their use as 
substrates for an intestinal bile acid transporter, and thus I could be 
utilized to provides sustained systemic concns . of orally delivered drugs 
to an animal. Thus, prodrug II was prepared via treatment of the acid with 
NaOH obtained by the reaction of cholic acid and 1-aminomethyl-l- 
cyclohexaneacetic acid hydrochloride. Prodrug II was pharmacol . tested 
[IC50 = 36 uM vs. IBAT-expressing cells; IC50 = 8 uM vs . 
LBAT- expressing cells] . 
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AB Disclosed are compds. and pharmaceutical compns . that are used for 

providing sustained systemic blood concns . of orally delivered drugs. 
Comounds D-Y-T [D is a drug having therapeutic or prophylactic activity 
when delivered to the systemic circulation of said animal; T is a moiety 
selected to permit the compound D-Y-T or an active metabolite to be 
translocated across the intestinal wall of an animal and participate in 
the enterohepatic circulation in said animal; and Y is a cleavable linker 
covalently connecting D to T, where Y is selected such that a portion of 
the linker is cleaved to release drug D or an active metabolite during 
each cycle through the enterohepatic circulation whereupon sustained 
release of drug D in said animal is achieved] are claimed. Thus, a series 
of cholyl -amino acid-gabapentin prodrugs was prepared and the in vitro 
enzymic release of gabapentin evaluated. 
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AB A variety of methods for assaying libraries of test compds . as ligands 

and/or substrates of transport proteins, including both carrier- type and 
receptor- type transport proteins, are provided. Both in vitro and in vivo 
screening methods are disclosed. Also provided are methods for screening 
DNA libraries to identify members that encode transport proteins. 
Pharmaceutical compns . including compds. identified via the screening 
methods are also provided. CHO Kl cells expressing PEPT1 transporter of 
human or rat were prepared Fluorescent XP10486 was synthesized and used as 
PEPT1 substrate. 
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AB Disclosed are nitrosated and nitrosylated cc-adrenergic receptor 
antagonists; compns . of an cc-adrenergic receptor antagonist 
optionally substituted with >1 NO or N02 moiety, and a compound that 
donates, transfers, or releases nitric oxide as a charged species, i.e., 
nitrosonium or nitroxyl, or as the neutral species, nitric oxide; and uses 
for each of them in treating human impotence or erectile dysfunction. 
Preparation of compds. of the invention, e.g. N- (N-L-y-glutamyl-S-nitroso- 
L-cysteinyl) glycine and 4- [2- (dimethylamino) ethoxy] -2-methyl-5- (1- 
methylethyl) phenol- (3 -S-nitroso-3 -methylbutyric acid)ester. The effect of 
selected compds. on erectile response in rabbits was determined 
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C(0)-G37— G21 
69 



Gil = NH 

G16 = alkylene (opt. substd. by 1 or more G17) 

G17 = NH2 

G21 = alkyl (substd. by 1 or more G22) 

G22 = 74 / 338 



7 C(O)-G40 



Gll-C(0)-G16-G19 
338 



G3 7 
G3 8 
G4 0 



= S 



= alkyl <containing 1-10 C> 
= OH 

Patent location: claim 2 

Note: substitution is restricted 

Note: additional ring and oxo formation also claimed 
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